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mhy Is Chronic Kidney Disease the
Spoiler” for Cardiovascular Outcomes:
n Alternate Take From a Generalist
n a recent report (1), and the accompanying editorial (2) in the
ournal, the excess mortality among acute coronary syndrome
ACS) patients with reduced creatinine clearance (CrCl) was
ostly attributed to chronic disease of the kidneys and to related
lterations in vascular biology and drug metabolism. The CrCl
ore appropriately represents the collective functional status of all
he nephrons, and their capacity to adjust to stressful physiologic
ituations (the organ reserve of kidneys), rather than a “disease”
tate. Only a few of those with mild to moderate reduction in CrCl
ver develop any obvious renal disease (3,4). The age-related
ecline in CrCl is also associated with a decline in the average
unctional reserves in all other organ systems (maximal organ
eserve). It has been estimated that a healthy young adult has a
aximum reserve capacity that is 7 to 11 times of that of the
verage demand, and by the age of 85 years, less than 50% of the
riginal organ reserve remains in humans.
Illnesses cause severe alterations in the overall physiological
tate of the individual (homeostasis). The maximal organ reserve at
ny age determines the ability of an individual to restore homeosta-
is and maintain it within narrow confines necessary for preserva-
ion of life. The lower the organ reserve, the higher the chance of
atality, as is the case with older people when they face common
llnesses like pneumonia. However, the level of maximal organ
eserve does not necessarily correlate with chronological age,
ecause both the onset and the progression of the decline in
eneral organ reserve show profound individual variations (5,6). I
ypothesize that the CrCl is a crude representation of the maximal
rgan reserve of an individual at any given age. Hence, CrCl
redicts mortality in ACS independent of age and other factors
elated to individual organ systems.
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EPLY
he concept of impaired “organ reserve” as a determinant of
ardiovascular and all-cause survival proposed by Dr. Manhapra is
n important one. Through normative aging, data from the
ational Health and Nutrition Examination Survey indicated that
he estimated glomerular filtration rate (eGFR) does not dip below
0 ml/min/1.73 m2 through age 85 (Fig. 1). Hence, an eGFR60
l/min/1.73 m2 indeed represents impaired renal organ reserve,
nd remnant nephrons must pick up a higher filtration and
etabolic workload. Thus, at this level, we can expect a different
National Kidney Foundation. Clinical Practice Guidelines for Chronicfrom
s 2002;2 Suppl 1:S46–75.
